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Re:

Fase_ Ng_cxonal PCT___para  "NOVED OSO COMPUE§T0 DE

1. Me refiero a mi memorial de 24 de Abril de 2006.

2. De conformidad con lo dispuesto en el Articulo 5.2.12 de la Circular
Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de'_seis
meses contados desde la fecha de la publicacion de la solicitud en la Gaceta
de la Propiedad Industrial nimero 573 de 28 de Febrero de 2007, solicito a
ese Despacho proceder a realizar el examen de patentabilidad de la presente

invencion.

3. Me permito recordar.a usted, que tal como se informé en el Petitorio de

la invencién, la presente solicitud corresponde a Capitulo I.

4, Anexo me permito acompafar recibo nimero 07-62.675, expedldo por
la Supermtendencna de Industria y Comercio, que acredita el pago de la tasa

AECIA LLOREDA RICAURT

T.P. 53.215

que dicho examen causa.

Sefior Superintendente,
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{e) 4 compound of the formula XVIHI

xXvi

wherein RY, R?, R? R?, R®, and X are as defined for
Formuda L. .

EXAMPLES

PREPARATION OF COMPOUNDS OF THE
- INVENTION

Example 1.1
Synthesis . of 2,3-dimethyl-8-(2-ethyl-6-

methylbenzylamino)-N-propyl-imidaze[1,2-ajpyridine-6-
carboxamide . :

HﬁC\/’\

HsC

Ethyl 2,3-dimethyl-8-(2-cthyl-6-methylbenzylamino)-
imidazo[1,2-a Jpyridine-6-carboxylate (0.12 g, 0.33 mmol),
propylamine (1.0 g, 17 mmol) and a cat. amount of sodiur
cyanide were refluxed in methasol (20 mi) for 24 h. An
additional amoust of propylamine (1.0 g, 17 mmol) was

- added and the reaction mixture was refluxed for 24 . The

solvent wias evaporated under reduced pressure and the
residue was purified by columi chromatography on silica
gel using dietyl ether as ¢luent. Crystallization from diethyl
ether gave 0.053 g (42%) of the title compound.

H.NMR (300 MHz,CDCL): 310 (¢, 3H), 1.2 (t, 3H),
1.65-1.75 (m, 2H), 2.3 (s, 3H), 2.35 (s, 3H), 2.38 (5, 3H), 2.7
(G, 2H), 3.4-3.5 (m, 2H), 4.35 (d, 2H), 4.9 (bs, 1H) 6.35 (s,

1H), 7.0-7.2 (m, 4H), 7.85 (s, LH).
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o Example 1.2
Synthesis of 8-(2-ethyl-6-methylbenzylamino)-3-
hydroxymethyl-2-methylimidazo[1,2-a]pyridine-6-
carboxamide =~ - ‘

Eihyl 6+(aminocarbonyl}~8-{2-¢thyl-6-
methylbenzylamino)-2-methylimidazo[1,2-2lpyridine-3-
carboxylate (280 mg, 0.71 mmol} and lithium borobydride
(16 mg, 0.71 mmol) were added to tetrahydrofuran (10 ml)
and the reaction mixture was refluxed for 70 min, Additional
amonuts of lithium borobydride (16 mg) and methanol (45
mg, 142 mmol) were added and the mixture was refluxed
for 80 min. Additional amounts of lithivm borohydride (16
mg) and methanol (22 mg, 71 mmol) were added and the
mixture was refluxed for 4 h. The reaction mixture was
allowed to reach R.T. and water (1 ml) and methanol (5 ml)
and -was stirred for 40 min. at R.T. The solvents were

_ evaporated under reduced pressure and the residue was
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added to water and was stirred for 80 min. The crystals were

filtered off and washed with water, éthyl acetate/sthanol and

diethyl ether to give the desired product (115 mg, 46%).
THNMR (300 MHz, DMSO-d,): 81.15 {t, 3H), 2.25 (s,

3H), 235 (s, 3H), 2.7 (q, 2H) 4.35 (d, 2H), 4.75 (d, 2H), 4.85

{t, 1H), 5.1 (t, 1H), 6.8 (3, 1H), 7:1~7.25 (m, 3H), 7.4 (bs

s, 11

o . Example 1.3 N
Synthiesis of 2,3-dimsthyl-8-(2,6-dimethylbenzylamine)-N-
hydroxyethyl-imidazo[1,2-apyridine-6-carboxamide

1H), 8.05 (bs, 1H), 8.3 (

HC

Methyl 2,3-.diinethylfsy-(z,éfdimethylbenzylamiz_m)-
imidazof1,2-aJpyridine-6-catbaxylate (0.12 g, 0.33 mmol),
ethanolamine (0.2 g, 3.3 mmol) and sodium cyanide (10 mg,

0.2 mmol) were refluxed in dimethoxyethane (2 ml) for 20

h. The solvent was evaporated under reduced pressure.
Purification of the residue by.column chromatography on
silica gel using miethylere chloride:methanol (92:8) as elu-
ent gave the product which was washed with diethyl ether fo
give 103 mg (79%) of the title compound.

2H-NMR (300 MHz, CDCL): 2.3 (s, 6H), 2.35 (s, 6H),
3.5-3.6 (mm, ZH), 3.75-3,8 (m, 2H), 4.3 (d, 2H}, 4.95 (1, 1H),
6.4 (s, 1H), 6.85 (t 1H), 7.0~7.2 (m, 3H), 7.75 (s, 1H)
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La reivindicacién 3, se trata .del proceso para obtener dicho compuesto; la
reivindicacién 5, menciona una formulacién farmacéutica conteniendo el
compuesto de formula (1); la reivindicacion 6 reclama el intermediario del proceso
de fabricacion de formula (i). '

IPC: A61K31/437, AG1P1/04. CO7D471/04.

3. De la solicitud de Patente

3.1.  Reivindicaciones (articulo 30 D 486)

La reivindicacién 4, se caracteriza por un uso.

4, Determinacion del Estado de la Técnica

La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:
Fecha de presentacion de la solicitud prioritaria: 26/06/20b3.

Teniendo en cuenta la fecha indfcada se realizd la bisqueda en el estado de la

técnica de documentos relacionados con la solicitud encontrandose los siguientes
documentos mas relevantes:

Fecha de

N° Documento Titulo _publicacion®

| - Imidazo pyridine'deriv‘atives' ,
D1 Us 6,313,137 Which inhibit gastric acid Noviembre/6/2001
: secretion :

D1 US 6,313,137 (folios: 68-72)

4. Anilisis de patentabilidad (articulo 14 D486)

‘4.1 Novedad (articulo 16 D486)

Respecto a la solicitud en estudio: |

La reivindicaciéon 1, reclama: “ Un compuesto de formula (1), o una sal aceptable
del mismo.

La reivindicacién 3, menciona: “Un proceso para obtener el compuesto de formula

.

La reivindicacién 6, dice: “Un compuesto de formula (Il)




